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a relatively good chance for a cure. However, in more 
advanced disease (stage Ilia and greater) , where the 
tiunor has extended to tissue beyond the bronchopulmonary 
lymph nodes, surgery may not lead to complete excision 
5 of the tumor. In such cases, the patient's chance for a 
cure by surgery alone is greatly diminished. Where 
surgery will not provide complete removal of the NSCLC 
tumor, other types of therapies must be utilized. 

Today radiation therapy is the standard treatment 

10 to control unresectable or inoperable NSCLC. Improved 
results have been seen when radiation therapy has been 
combined with chemotherapy, but gains have been modest 
and the search continues for improved methods of 
combining modalities. 

15 Radiation therapy is based on the principle that 

high-dose radiation delivered to a target area will 
result in the death of reproductive cells in both tumor 
and normal tissues. The radiation dosage regimen is 
generally defined in terms of radiation absorbed dose 

20 (rad) , time and fractionation, and must be carefully 
defined by the oncologist. The amount of radiation a 
patient receives will depend on various consideration 
but the two most important considerations are the 
location of the tumor in relation to other critical 

25 structures or organs of the body, and the extent to 
which the tumor has spread. A preferred course of 
treatment for a patient tindergoing radiation therapy for 
NSCLC will be a treatment schedule over a 5 to 6 week 
period, with a total dose of 50 to 60 Gy administered to 

30 the patient in a single daily fraction of 1.8 to 2.0 Gy, 
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5 days a week. A Gy is an abbreviation for Gray and 
refers to 100 rad of dose. 

However, as NSCLC is a systemic disease, and 
radiation therapy is a local modality, radiation therapy 
5 as a single line of therapy is unlikely to provide a 
cure for NSCLC/ at least for those ttunors that have 
metastasized distantly outside the zone of treatment. 
Thus, the use of radiation therapy with other modality 
regimens have important beneficial effects for the 
10 treatment of NSCLC. 

Generally, radiation therapy has been combined 
temporally with chemotherapy to improve the outcome of 
treatment. There are various terms to describe the 
temporal relationship of administering radiation therapy 
15 in combination with COX-2 inhibitors and chemotherapy, 
and the following examples are the preferred treatment 
regimens and are provided for illustration only and are 
not intended to limit the use of other combinations. 
^'Sequential" therapy refers to the administration of 
20 chemotherapy and/or COX-2 therapy and/or radiation 
therapy separately in time in order to allow the 
separate administration of either chemotherapy and/or 
COX-2 inhibitors, and/or radiation therapy. 
"'Concomitant* therapy refers to the administration of 
25 chemotherapy and/or a COX-2 inhibitor, and/or radiation 
therapy on the same day. Finally, "^alternating therapy 
refers to the administration of radiation therapy on the 
days in which chemotherapy and/or COX-2 inhibitor would 
not have been administered if it was given alone. 
30 It is reported that advanced non-small cell lung 

cancers do not respond favorably to single-agent 
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chexnotherapy and useful therapies for advanced 
inoperable cancers have been limited. (Journal of 
Clinical Oncology, vol, 10, pp. 829-838 (1992)). 

Japanese Patent Kokai 5-163293 refers to some 
5 specified antibiotics of 16-inernbered-ring macrolides as 
a drug delivery carrier capable of tremsporting 
anthoracyc line- type anticancer drugs into the lungs for 
the treatment of lung cancers. However, the macrolide 
antibiotics specified herein are disclosed to be only a 

10 drug carrier, and there is no reference to the 

therapeutic use of macrolides against non-small cell 
lung cancers . 

WO 93/18,652 refers to the effectiveness of the 
specified 16 -member ed- ring macrolides such as 

15 bafilomycin, etc. in treating non-small cell lung 
cancers, but they have not yet been clinically 
practicable. 

Pharmacology, vol. 41, pp. 177-183 (1990) describes 
that a long-term use of erythromycin increases 
20 productions of interleukins 1, 2 and 4, all of which 
contribute to host immune responses, but there is no 
reference to the effect of this drug on non-small cell 
lung cancers. 

Teratogenesis, Carcinogenesis, and Mutagenesis, 
25 vol. 10, pp. 477-501 (1990) describes that some of 

antimicrobial drugs can be used as an anticancer agent, 
but does not refer to their application to non-small 
cell lung cancers. 

In addition, interleukins are known to have an 
30 antittimor effect, but have not been reported to be 
effective against non-small cell lung cancers. 



